I.. Introduction {#sec1}
================

Intravenous (IV) therapy enables fluid administration directly into the peripheral veins for delivery of medications and nutrients, as well as blood transfusion. IV infiltration (as well as extravasation) is the unintended leakage of fluid out of the targeted vein into the extravascular space (surrounding tissue and interstitial space), and is considered a medical emergency. Infiltration occurs as a result of a combination of factors, including solute concentration, infusion pressure, anatomical variability, and punctured lining of the vein [@ref1]. The effects can be devastating, which include swelling, blistering, pain, and even tissue necrosis. Resulting injuries are considered to be medical emergencies and require immediate treatment [@ref1]--[@ref2][@ref3].

Policies and procedures to prevent IV infiltration include strict protocols for IV administration to ensure secure catheter placement, frequently checking the IV site for early signs of infiltration, and monitoring of infusion pump pressures and volumes [@ref4]. In the case that the caregiver does not have a clear line of sight to the IV catheter site, or the patient is unable to communicate with the medical staff, an IV infiltration may not be noticed in a timely manner. This is often the case when the patient is under anesthesia and having surgery with the IV catheter site draped [@ref5]. Detecting IV infiltration among infants and children is also rather challenging, since infants and children have difficulty communicating the pain or discomfort to the nursing staff. Thus, unfortunately, approximately 4% of infants receiving IV therapy in neonatal intensive care units are exposed to cosmetically or functionally significant scars connected to IV infiltration injuries [@ref3], [@ref6]. While there are treatments that can alleviate these side effects, non-invasive and early detection of IV infiltration with minimum number of false alarms would have substantial impact on patient safety for children and adults receiving IV therapy.

Several non-invasive sensors placed at the IV therapy site that can monitor the changes in the local physiology of the tissue and skin have been investigated in the literature toward detection of the leakage of fluid into the extravascular space. Fluidic resistance was tested to detect IV infiltration in [@ref7]. In [@ref8], an optical sensor-based system was used to detect IV infiltration. The sensing methods investigated in this proof-of-concept work are electrical bioimpedance (EBI) (to quantify local edema at IV site), and skin strain (to quantify the swelling of the skin as fluid accumulates locally at the IV site). The reasons for selecting these sensing methods were that local edema and skin swelling at the IV site due to escaping fluid into the extravascular space are two hallmark signs of IV infiltration [@ref1], and both EBI and strain measurements could readily be achieved using low-power, inexpensive, and miniaturized hardware [@ref9]--[@ref10][@ref11][@ref12][@ref13][@ref14]. The goal is the detection of the escaping fluid into the extravascular space with low false alarm rates. In [@ref15], preliminary results on EBI and skin strain sensing for fluid injection into an *ex vivo* tissue specimen were presented, where the focus was development of an embedded instrumentation system rather than biological testing and validation. This paper uses the pig model to further validate, in a proof of concept laboratory setting, the idea of using these sensing modalities for detecting an IV infiltration.

The study described in this paper investigates in an animal model the concept of using non-invasive, peripheral physiological sensing to detect an IV infiltration event. The main objective of this study is to perform proof-of-concept experiments in a controlled laboratory setting using a pig model to assess the feasibility of using EBI and skin strain modalities for detecting IV infiltration. This will then serve as an important step toward translation of non-invasive IV infiltration detection technologies to clinical use, which would ultimately improve patient safety.

II.. Methods and Procedures {#sec2}
===========================

A.. Sensing and Instrumentation System {#sec2a}
--------------------------------------

We focused on the evaluation of non-invasive and inexpensive sensing modalities to detect an IV infiltration. The sensing and instrumentation system were designed to detect the local fluid accumulation under the skin due to an IV infiltration. The measurement hardware used for sensing EBI and skin strain are described below.

### 1). Electrical Bioimpedance {#sec2a1}

Fluid leakage into the tissue can potentially be sensed by measuring the changes in EBI around the IV catheter site. Localized accumulation of the IV fluids would change the measured impedance across the IV site [@ref15]--[@ref16][@ref17]. The EBI measurement comprises the injection of a small, safe, alternating electrical current to measure the voltage drop across the electrodes placed on the body. EBI was measured in this study using Ag/AgCl wet electrodes in a tetrapolar configuration [@ref15]: four electrodes placed symmetrically across the IV site (outer two electrodes for current excitation, and inner two electrodes for voltage sensing). We employed the EBI100C amplifier (Biopac Systems Inc., Goleta, CA). The frequency of the injected $\documentclass[12pt]{minimal}
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\end{document}$ (rms) sinusoidal current was set to 100kHz [@ref17]--[@ref18][@ref19]. Bioresistance and bioreactance were derived using the magnitude and phase of the EBI, which were obtained from the EBI100C module. The studies were designed to determine whether the changes in EBI associated with small leakage of fluid (\<5 mL) into the surrounding tissue would be detectable by the future wearable EBI hardware designs based on our group's prior work [@ref9], [@ref10], [@ref15].

### 2). Skin Strain {#sec2a2}

The fluid leaking into the tissue causes local skin deformation, i.e., stretching and even swelling in case of prolonged fluid accumulation. The local stretch and swelling of the skin due to infiltration can potentially be sensed as strain around the IV catheter. Therefore, to sense the skin deformation, we developed a skin strain sensor based on a silicone-coated strain gauge. The silicone coating has two purposes: protecting the sensor from any moisture intake, and extending the sensing area.

We used the KFH-6-120-C1-11L1M2R strain gauge (Omega Engineering Inc., Norwalk, CT) as shown in [Fig. 1(a)](#fig1){ref-type="fig"}, with a nominal resistance of $\documentclass[12pt]{minimal}
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\end{document}$. This strain gauge was selected because of its small size and high sensitivity. The mold for silicone coating of the strain gage is shown in [Fig. 1(b)](#fig1){ref-type="fig"}, which was made by utilizing a 3D printer (LulzBot TAZ 5, Aleph Objects Inc., Loveland, CO). The dimensions of the mold were as follows: $\documentclass[12pt]{minimal}
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\end{document}$ through a 4mm width path, and depth of 0.75mm. For the silicone coating, room-temperature vulcanizing silicone rubber was used. Silicone rubber was poured in after the strain gage was placed in the mold, and then approximately one day of drying time was required. The silicone-coated skin strain sensor is shown in [Fig. 1(c)](#fig1){ref-type="fig"}. Skin strain signals were pre-amplified using a custom analog front-end (see [Fig. 2](#fig2){ref-type="fig"}) consisting of a Wheatstone bridge with $\documentclass[12pt]{minimal}
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\end{document}$ resistors (the skin strain sensor is connected as a leg of the bridge), an instrumentation amplifier, a low pass filter (cutoff frequency = 3.3Hz), and a 5V regulator for single supply powering. FIGURE 1.Strain gage (a), mold for silicone coating (b), skin strain sensor made of silicone-coated strain gage (c). FIGURE 2.Block diagram representation of the instrumentation and the data acquisition system. Custom analog front-end for skin strain sensing is composed of Wheatstone bridge, instrumentation amplifier (IA), and low pass filtering (LPF) blocks. $\documentclass[12pt]{minimal}
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\end{document}$ are the leads for voltage sensing of the bioimpedance amplifier.

### 3). Signal Acquisition and PRE-Processing {#sec2a3}

The sensing elements were connected to an MP150 data acquisition (DAQ) system (Biopac Systems Inc., Goleta, CA). The sampling rate was set to 1kHz. The overall block diagram of the instrumentation and DAQ is shown in [Fig. 2](#fig2){ref-type="fig"}.

Considering the slow fluid infusion rates in IV injection (approximately 0.05mL/sec [@ref20]), consequential changes in the sensor response are not expected in sub-second time-scale. Therefore, a 1000-point moving average filter was applied to the signals (each signal point in the measured response was averaged combining the points up to 0.5sec before and after) for smoothing. For the computation of decision variable $\documentclass[12pt]{minimal}
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B.. Animal Experiments {#sec2b}
----------------------

We designed a study involving a large animal model (pigs) to determine the sensing requirements, both in terms of modalities and sensing specifications, for IV infiltration detection. A total of three animals were tested for IV infusion of 0.9% saline solution in the distal aspect of the lateral saphenous vein, and five animals were tested for infiltration of the saline solution in the surrounding tissue of the same vein segment. Because the variability in sensor data in response to the infusion of fluid directly into the vein was very low (see results below), only three animals were required for the control data (infusion into vein). The decision variable in [(1)](#deqn1){ref-type="disp-formula"} addresses the animal variability by assessing the changes in the EBI and strain measurements with respect to their corresponding baseline values. In the following paragraphs, the location of the sensors and the experimental protocol are described.

### 1). Sensor Placement {#sec2b1}

Animals were under anesthesia for all experiments. The hind limb was shaven, the skin was disinfected with alcohol, and the IV catheter was placed before attaching the sensors. The location of the sensors is shown in [Fig. 3](#fig3){ref-type="fig"}. The electrodes used for EBI sensing were placed symmetrically in the proximity of the IV catheter site (two proximally to the site, and two distally). Placement of electrodes in the tetrapolar configuration on a hind limb of a pig is illustrated in [Fig. 3](#fig3){ref-type="fig"}. The electrodes were fixated to the skin by taping to ensure good contact was preserved throughout the experiment. FIGURE 3.Sensor placement on a hind limb of an anesthetized pig.

Strain was measured using the developed skin strain sensor, which is sensitive to the local strain due to swelling of the skin. The skin strain sensor was placed next to the tip of the IV catheter for both infusion into the vein and IV infiltration cases, and fixated using tape.

### 2). Protocol {#sec2b2}

All animal testing procedures and protocols were approved by the T3 Labs and Georgia Tech Institutional Animal Care and Use Committee (IACUC). Each animal was under general anesthesia throughout the experiments. Experiments were composed of two separate parts for IV infusion (Part A) and infiltration (Part B). The PHD2000 (Harvard Apparatus, Holliston, MA) was used as the programmable infusion pump for both Part A and Part B. The fluid volumes of 2mL, 5mL, and 10mL were selected based on consultation with our clinical collaborators at Children's Healthcare of Atlanta. Detection of an IV infiltration with a resolution of less than 5 mL would represent a major advancement in clinical safety. Cases with serious injury typically have infiltration volumes of tens of mL of fluid. The injection rate was set to 2mL/min. A 20-gauge IV catheter was placed in the lateral saphenous vein of the anesthetized pig. The steps of the experimental procedure are explained in the following. Part A---IV Infusion:1)The IV catheter was positioned in the vein, and the physiological saline solution was administered to test the parameters under a normal IV Infusion.2)A 5min baseline measurement was taken before infusion of the fluid starts.3)Four fluid volumes were delivered using the infusion pump with a rate of 2mL/min in the following increments: 2mL, 5mL, 10mL, and the second 10mL (the total volume of the delivered fluid is 27mL). There was a 4min delay after the completion of each volume of infusion.4)Following the final infusion of the second 10mL, a 10min delay was introduced for a final measurement.Part B --- Infiltration:1)The catheter was repositioned by directing the tip of the catheter outside the vein into the surrounding subcutaneous tissue to physically simulate the IV infiltration.2)Part A.2 was repeated.3)Part A.3 was repeated.4)Part A.4 was repeated.

C.. Statistical Distinguishability and Hypothesis Testing {#sec2c}
---------------------------------------------------------

The overall IV infiltration detection strategy is illustrated in [Fig. 4](#fig4){ref-type="fig"}. We performed two sets of studies. First, we studied the distinguishability of the IV infiltration and the vein infusion. Second, we evaluated the ability to detect an infiltration with basic algorithms, including approaches that fuse both modalities. FIGURE 4.Block diagram representation of the IV infiltration detection system. $\documentclass[12pt]{minimal}
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For evaluating distinguishability, we used decision variable statistics (mean and standard deviation), and unpaired Student's t-test [@ref21]. A $\documentclass[12pt]{minimal}
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Formulation of the probability of false alarm, i.e., false positive, and detection is as follows [@ref22]. The probability of false alarm is obtained using the distribution of decision variable $\documentclass[12pt]{minimal}
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D.. Sensor Fusion {#sec2d}
-----------------

Sensor fusion was studied based on the binary detection results of the individual sensors. Performance of three different fusion rules were investigated: 1) logical AND rule, 2) logical OR rule, and 3) majority rule (more than half of the sensors' decisions are positive or negative). To evaluate the sensor fusion performance, an operating point, i.e., a pair of $\documentclass[12pt]{minimal}
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III.. Results {#sec3}
=============

A.. Statistical Distinguishability {#sec3a}
----------------------------------

In [Fig. 5(a), (b), and (c)](#fig5){ref-type="fig"}, mean bioresistance, bioreactance, and skin strain responses are shown with bar plots, respectively. The error bars correspond to the standard deviation. Changes in bioresistance and bioreactance responses increase with the increasing infused fluid volume. However, both bioresistance and bioreactance sensing have a lower change in the response level for vein infusion versus the IV infiltration at 2mL infusion compared to the skin strain sensing. An asterisk (\*) is used to indicate statistical significance. The skin strain sensor performed better for the detection of IV infiltration when the leaking fluid volume was only 2mL. FIGURE 5.Comparison of the sensing modalities with respect to the volume of infusion (bioresistance (a), bioreactance (b), and skin strain (c)). Sensor responses were given for both vein infusion (grey bars) and infiltration (colored bars) cases. Changes in the sensors' responses are shown for an infiltration event (sensor responses were normalized using [(1)](#deqn1){ref-type="disp-formula"} and converted to percentage values). Input volumes of 2mL, 5mL, 10mL, and the second 10mL were used. Asterisk (\*) on the bar plots indicates $\documentclass[12pt]{minimal}
\usepackage{amsmath}
\usepackage{wasysym} 
\usepackage{amsfonts} 
\usepackage{amssymb} 
\usepackage{amsbsy}
\usepackage{upgreek}
\usepackage{mathrsfs}
\setlength{\oddsidemargin}{-69pt}
\begin{document}
}{}$p < 0.05$
\end{document}$ for the corresponding fluid volume. Based on animal-specific responses for bioresistance, bioreactance, and strain during infiltration, measurements from different animals gave a range of values. This may reflect the fat ratio in the limb, firmness of the limb skin, and sensor responses take a range of values based on each animal's individual response to infiltration.

B.. Hypothesis Testing {#sec3b}
----------------------

### 1). Detection Performance for Constant False Alarm Rate {#sec3b1}

Here, we give the detection probabilities for a constant false alarm probability of 0.05. The decision threshold, $\documentclass[12pt]{minimal}
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The detection probability of bioresistance sensing for the 10mL case is greater than 0.9. The IV infiltration detection probabilities for both bioresistance and bioreactance are greater than 0.9 for the second 10mL case. The detection probabilities of skin strain sensing for the 2mL and second 10mL cases are greater than 0.9.

In addition, for the 10mL cases, bioreactance sensing has detection probability greater than 0.7. Skin strain sensing has detection probabilities greater than 0.8 for the 5mL and 10mL cases.

### 2). False Positive (P~f~) Vs True Positive (P~d~) {#sec3b2}

Receiver operating characteristic (ROC) curves are given in [Fig. 6](#fig6){ref-type="fig"} for 2mL, 5mL, 10mL, and second 10mL cases. ROC curves give the trade-off between the false alarm and detection probabilities. While a decreased threshold level, $\documentclass[12pt]{minimal}
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For the detection of small leaking fluid volumes of 2mL and 5mL in [Fig. 6(a) and (b)](#fig6){ref-type="fig"}, skin strain sensing achieves better classification performance compared to the sensing modalities based on EBI, i.e., bioresistance and bioreactance. As the amount of leaking fluid volume increases, e.g., 10mL and second 10mL cases, detection of IV infiltration using bioresistance sensing is observed to be providing better detection accuracy in [Fig. 6(c) and (d)](#fig6){ref-type="fig"} for a given false alarm constraint.

### 3). Fusion of Sensing Modalities {#sec3b3}

For the 2mL, 5mL, 10mL, and second 10mL fluid volumes, the selected operating point for individual sensors and sensor fusion results are tabulated in [Table I](#table1){ref-type="table"}. The logical OR rule has an impact of increasing the detection rate, $\documentclass[12pt]{minimal}
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C.. Discussion {#sec3c}
--------------

The characterization of the non-invasive sensing modalities undertaken provides an understanding of the performance and ranges that are associated with the detection of IV infiltration. The EBI and skin strain modalities are utilized to distinguish between vein infusion and IV infiltration based on the animal studies. IV infiltration can be detected in a real-time manner by fusing the multiple sensing modalities. While location of the skin strain sensor is more susceptible to positional errors, it provides a more accurate detection performance for lower fluid volume injection than the bioresistance and bioreactance sensing modalities.

For the optimization of the decision threshold, the costs associated with the false alarms and misdetections need to be further elaborated. Higher false alarm rates may consume more of the caregivers' time, and ultimately lead to the alarms being ignored due to being unreliable. When the infused fluid is especially harmful to skin, veins, and tissue, decision thresholds for the sensors can be adjusted to detect an IV infiltration as quickly as possible, so that, the patient can be protected at the expense of increased false alarm rates.

Bioimpedance and bioreactance may exhibit variations in the baseline responses due to subject-specific anatomical differences including body water volume. Skin strain may also show variations in response to an IV infiltration event due to subject-specific skin elasticity. Therefore, the developed detection algorithms in the future for the detection of IV infiltration should be adaptive to the subject-specific statistics of the sensor responses.

The EBI and skin strain measurements would be corrupted by noise due to the movement of the body as well as the attaching position of the sensors. Addition of redundant sensors as well as a motion sensor could help to address this challenge. The standardization of the positioning of sensors will require extensive field testing. The issues of motion artifacts and optimal sensor positioning are left as future work. The performance evaluations presented in this paper constitute a proof-of-concept and provide a comparison of sensing modalities, which can be used by researchers as a foundation for designing wearable devices for this application.

The hardware systems for EBI and skin strain sensing in this proof-of-concept work are relatively expensive due to the need for bench-top instrumentation for data collection. A customized wearable version of the hardware could decrease the overall cost of the system and could fit directly onto the patient's arm at the IV site to reduce the hindrance for an already cluttered bedside.

IV.. Conclusion {#sec4}
===============

This paper provides a performance evaluation of non-invasive sensing of EBI and skin strain sensing around the IV catheter site as proof-of-concept for the automated detection IV infiltration. Statistical comparisons are performed based on the experimental data collected using animal experiments for bioresistance, bioreactance, and skin strain sensing modalities. The sensing modalities were tested on a hind limb of anesthetized pig by physically simulating IV infiltration. The results show that the EBI and skin strain sensing modalities can be used to reliably detect IV infiltration under controlled laboratory conditions, where movement of the subject and related noise factors are not considered. Future work includes the development of a miniaturized, low-cost and energy-efficient apparatus, as well as performing measurements on human subjects that are being administered IV therapy.
